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1. This opinion contains indications relating to the following items:

Box No. I Basis of the opinion

Box No. Il Priority

Box No.III  Non-establishment of opinion with regard to novelty, inventive step and industrial applicability
Box No. IV Lack of unity of invention

BoxNo.V  Reasoned statement under Rule 43bis.1(a)(i) with regard to novelty, invéntive step and industrial applicability;
citationg and explanations supporting such statement

Box No. VI  Certain documents cited

Box No. VI Certain defects in the international application

XOO XOXCIX

Box No. VIII Certain observations on the international application

2. FURTHERACTION

If a demand for international preliminary examination is made, this opinion will be considered to be a written opinion of the
International Preliminary Examining Authority (“IPEA™) except that this does not apply where the applicant chooses an Authority

"other than this one to be the [PEA and the chosen IPEA has notified the International Bureau under Rule 66.1bis(b) that written
opinions of this International Searching Authority will not be so considered.

If this opinion is, as provided above, considered to be a written opinion of the IPEA, the applicant is invited to submit to the IPEA
a written reply together, where appropriate, with amendments, before the expiration of 3 months from the date of mailing of Form
PCT/ISA/220 or before the expiration of 22 months from the priority date, whichever expires later.

For further options, see Form PCT/ISA/220. :
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Commissioner for Patents '
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WRITTEN OPINION OF THE International a_pplication No.
INTERNATIONAL SEARCHING AUTHORITY

PCT/US 24/38216
Box No. I Basis of this opinion
1. With regard to the language, this opinion has been established on the basis of:
‘the international application in the language in which it was filed.
D a translation of the international application into which is the language of a translation

furnished for the purposes of international search (Rules 12.3(a) and 23.1(b)).

2. D This opinion has been established taking into account the rectlﬁcatmn of an obvious mistake authorized by or notified to
this Authority under Rule 91 (Rule 43bis.1(b)).

3. D With regard to any nucleotide and/or amino acid sequence disclosed in the international application, this opinioﬁ has been
— established on the basis of a sequence listing:
a. I:I forming part of the international application as filed.

b. D furnished subsequent to the international filing date for the purposes of international search (Rule 13ter.1(a)),

D accompanied by a statement to the effect that the sequence listing does not go'beyond the disclosure in
the international application as filed.

4. I:I With regard to any nucleotide and/or amino acid sequence disclosed in the international application, this opinion has been
established to the extent that a ineaningful opinion could be formed without a WIPO Standard ST.26 compliant sequence
listing, '

5. Additional comments:
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Box No.III  Non-establishment of opinion with regard to novelty, inventive step and industrial applicability

The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be industrially
applicable have not been examined in respect of:

D the entire international application.

claims Nos. 1?2-35

because:

the said international application, or the said claims Nos. . relate to the following
subject matter which does not require an international search (specify):

the description, claims or drawings (indicate particular elements beIoW) or said claims Nos. _32-35
are so unclear that no meaningful opinion could be formed (specify):

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a)

I:I the claims, or said claims Nos. are so inadequately supported
by the description that no meaningful opinion could be formed (specify): ‘

no international search report has been established for said claims Nos. 32-35

I:l ameaningful opinion could not be formed without the sequence listing; the applicant did not, within the prescribed time limit:

D furnish a sequence listing in the form of an Annex C/ST.25 text file, and such listing was not available to the International
Searching Authority in the form and manner acceptable to it; or the sequence listing furnished did not.comply with the
standard provided for in Annex C of the Administrative Instructions.

D furnish a sequence listing on paper or in the form of an image file complying with the standard provided for in Annex
C of the Administrative Instructions, and such listing was not available to the International Searching Authority in the
form and manner acceptable to it; or the sequence listing furnished did not comply with the standard provided for in
Annex C of the Administrative Instructions.

D pay the required late furnishing fee for the furnishing of a sequence listing in response to an invitation under Rule 13zer. 1(a)
or (b). .

|:| See Supplemental Box for further details.
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Box No. V Reasoned statement under Rule 43bis.1(a)(i) with regard to novelty, inventive step and industrial applicability;
citations and explanations supporting such statement

1.  Statement

Novelty (N) ) Claims 1-31 . YES
Claims NONE ' , NO

Inventive step (IS) Claims 1-31 : YES
Claims . _NONE : . NO

Industrial applicability (1A) Claims 1-31 YES
Claims NONE : ' NO

2. Citations and explanations:

Claims 1-31 meet the criteria set out under PCT Article 33(2)-(3) because the prior art does not teach or fairly suggest the claimed
| invention. .

Regarding claim 1, US 2023/0095934 A1 to Kura Oncology Inc (hereinafter "Kura934") teaches the compound (S)-4-methy1-544-42-
(methylamino)-6-(2,2,2- trifluoroethypthieno (2,3 -d]pyrimidin-4-yl)amino)piperidin-1-yl)methyl)-1-(2-(4- (methylsulfonyl)piperazin-1-
yl)propy1)-1H-indole-2-carbonitrile (table 1, page 77, col 1, compound 1-193), but does not teach crystalline form of (S)-4-methy1-544-42-
(methylamino)-6-(2,2,2- triflucroethypthieno [2,3 -d]pyrimidin-4-yl)amino)piperidin-1-yl)methyl)-1-(2-(4- (methylsulfonyl)piperazin-1-
yl)propy1)-1H-indole-2-carbonitrile.

US 2019/092784 A1 to Kura Oncology Inc (hereinafter “Kura784") teaches the compound (S)-4-methy1-544-42-(methylamino)-6-(2,2,2~
trifluoroethypthieno [2,3 -d]pyrimidin-4-yi)amino)piperidin-1-yl)methy!)-1-(2-(4- (methylsulfonyl)piperazin-1-yl)propy1)-1H-indole-2-
carbonitrile (table 1, page 108, compound No. 151), but does not teach crystalline form of (S)-4-methy1-544-42-(methylamino)-6-(2,2,2-
trifluoroethypthieno [2,3 -d]pyrimidin-4-yl)amino)piperidin-1-yl)methyl)-1-(2-(4- (methylsulfonyl)piperazin-1-yl)propy1)-1H-indole-2-
carbonitrile.

Regarding claims 2-31, these are dependent claims depending on claim 1, and therefore, meet the critefia set out under PCT Article 33(2)

-(3)
Claims 1-31 have industrial applicability as defined by PCT Article 33(4) because the subject matter can be made or used by industry
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Box No. VIII Certain observations on the international application

v

The following observations on the ciarity of the claims, description, and drawings or on the question whether the claims are fully
supported by the description, are made:

Claim 1 is lacking clarity on "crystalline form". For the purposes of completing this ISR, crystalline form is interpreted as crystalline form 1,
2, 3, 4 or 5 characterized by the XRPD, XRPD or TGA data as defined in instant specification para [0005)-[0009]
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